Profound Reduction in Seizure Frequency (275%) Leads to Improved Everyday Executive Function: ZOG.EN |X
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|n'|'|'0d UCﬁOn Clinical Outcome Measures ReSU"'S Comparison of Profound (275%) vs Minimal (<25%) MCSF Reduction
Dravet Syndrome and Executive Function o Convulsive seizure frequency per 28 days (hereafter, MCSF) was Patient Characteristics at Year 1 OLE o A significantly higher percentage of patients in the profound (275%) responder group experienced
o atiants with D ’r d Ds) , f L oh tant evaluated by handheld seizure e-diary N vsis, 53 patients (30 | 4t | 4518 e \in the OLE had significant, clinically meaningful improvements (>95% RCI = 210-point change in T scores) on ERlI and GEC
¢ ranents wittl ravet syndrome SXPETience requent pharmdcoresi>ian » MCSF reduction scores were calculated using the simple percentage © ATARAYSE, oo PAlients [0V Maies dn emales, aged o-16 years, mean age [114 years) in ine a (P<0.05) (Figure 3)
selzgirels gﬂﬁ d?fICIJlfS N GT(GTCFUTIV@ f(ijCTIO"!;r.Oﬂ]_I?)mDOrTOﬂT aspect of emotional difference in seizure frequency from pre-rongomizoﬂo% bgseline Tog completed 21 year of FFA and had both pre-randomization baseline and Year 1 BRIEF®2 data
. ;C;n roe,nce a?w\gigv;?uci‘ f;r;\?rl]sivce:czgg Il?er; are likelv to worsen executive Year | OLE o At Year 1, more patients (n=24/53; 45%) achieved profound (275%) vs minimal (<25%) levels of MCSF reduction Figure 3. !’roporﬁon Of Pqﬁengs !V"h Significant, (;Iinically Meaningful Improvgmenfs (?95% RCI = 210-Point
fun?:grjioniné although ?/ew Iong—’germ cIinicL:Jql studies g?le available to - e Patients were subdivided into groups based on their level of MCSF (Nn=11/53; 21%) (Table 2) Change in T Scores) in BRIEF®2® Index/Composite Scores (Pre-Randomization Baseline to Year 1)
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confirm® reduc |o.n | 57 or 2/757%) | | Table 2. Patient Characteristics at Year 1 of the OLE >0 Reduction in MCSF:
 The Behavior Rating Inventory of Executive Function (BRIEF®) Parent MCSF Reduction Sub . 750
Fenfluramine as an Antiepileptic Drug Form? was included as a safety endpoint and administered o SCRCHON SUBSICUR 40 — ;25%
e In a recent randomized, double-blind, placebo-controlled phase 3 clinical caregivers/parents of patients with DS 25 years old fo assess for impacts characierisiic =254 8% Total Fopulation
study (Study 1)7: of treatment on executive functions at pre-randomization baseline and n (%) | 1 (21) 24 (45) 53 (100) ~ P=0 024 P=0.088
e 50% of patients tfreated with fenfluramine (FFA) experienced profound after Year 1 of freafment Age (years), median [range) 7 (6-18) 12 (>-18) 10 (>-18) % I 33 29 P=0.024
(275%]) reduction in seizure frequency during the study period (14 weeks) » Validated, standardized psychometric assessment instrument for Sij;]lne(%) 5 (45 4 (58) 0 (57 5 29
 FFA treatment resulted in significantly longer periods of seizure freedom quantifying a broad range of executive function components’ Female 6 (55 10 (42) 23 (43) g 0
° SlgﬂlflCOﬂT and C|IHICCI||y meqningful improvemen’r WAS repor’red N o Qegpongeg were Updg’[ed to the current 60-item BRIEF®210 T score at baseline, median (range)®
g?igé%ﬁvg?ecgag%aehgv'or regulation. emotion regulation, and aspects  Raw BRIEF®2 scores were transformed to T scores based on age- and BRI 74 (41-84) 68 (37-90) 69 (37-90) 0
. sex-specific norms ER| 57 (41-76 57 (41-76 61 (39-90
 |n arecentlong term open-label extension (OLE) study®: )T(—EO " et b T distributi CR| 49 §40—83; 40 §39-85; 6 §39-85; 0 | | 0 | 0 | 0
e FFA proyidedg sustainead cIinich.Iy medningful reduction (—6@.8%) N | —oY represents he mean@o . S 1>coredh ”_ JHon GEC 69 (39-78) 66 (37-90) 66 (37-90) BRI ERI CRI GEC
convulsive seizure frequency during the entire OLE study period (median, ’ EO\;\/GI' S.CC;I’e;IOF?I the BRIEF Qénd.?ﬁeg/?fmpOSITeT.SCO;eS' SPOV\./D T=60-64, mildly impaired; T=65-69, potentially clinically impaired; T=70, clinically impaired or clinically significant. BRIEE®? Index/Combosite Score
256 .dgys) . . . . . ciow In 1able 1, correspond wi ericr exccullive tunclioning BRI, Behavior Regulo’rio.n Indgx; CRI, Cognitive Regulation Index; ERI, Emotion Regulation Index; FFA, fenfluramine; GEC, Global Executive Composite score; P
) @gglglgggl};;ﬂde%ﬂélqgjg é?iOﬁi)erﬁgUCTlon n convulsive seizure frequency Table 1. D inti f BRIEF®2 Ind /C i MESF monihly convulsive sefzure frequency. “Test statistics were not corrected for ties. Grouping variable: change in MCSF <25% vs 275%.
$H/0 apie 1. bescriprion o naexes/composiie o o . o . MCSF, monthly convulsive seizure frequency; BRI, Behavior Regulation Index; ERI, Emotion Regulation Index; CRI, Cognitive Regulation Index;
» A profound (275%) reduction in convulsive seizure frequency was observed Relationship Between Change in MCSF and Executive Function GEC, Global Executive Composite score.
IN 41.2% of patients e Change in MCSF was significantly associated with improved ER| (P=0.032) and GEC (P=0.034) scores, with a trend

Behavior Regulation Index (BRI) | Captures the child's ability fo requlate anc toward improvement for CRI (P=0.066) and no statistical significance associated with BRI (P=0.137) (Figure 2)

O b'ec-l-ives monitor behavior effectively . . . . o Concl Usions
] Figure 2. Correlation Between Percentage Change in MCSF and Change in BRIEF®2 (A) BRI, (B) ERI, (C) CRI, and
* To evaluate the relationship between changes in monthly convulsive seizure Emotion Regulation Index (ERI) | Represents the child’s ability to regulate emotional (D) GEC Scores From Baseline to Year 1 (N=53)  Reduction in MCSF was associated with improvement in overall executive function
frequency (MCSF) and executive function in patients with DS after 1 year of responses and to shift, set, or adjust fo changes in A. Locally Weighted Regression of Change in BRI vs Percent Change in Seizure Frequency B. Locally Weighted Regression of Change in ERI vs Percent Change in Seizure Frequency * Patients who had protfound reduction in MCSF (275%) were significantly more likely 1o show clinically
freatment with add-on FFA the environment, people, plans, or demands - meaningful improvements in overall executive function than patients who had minimal reduction in
* Determine overall correlatfion between change in MCSF and changes in N | N T oe- * Spearman’s Rho=0.207 $ g - * Spearman’s Rho=0.295 MCSF (<25%)
tve f t Cognitive Regulation Index Reflects the ability to control and manage S e e e : : : - - :
execurtive Tunction (CRI) cognitive processes and problem solve effectively > o o Greater reduction in seizure frequency for prolonged periods of time (21 year) may improve some of
o Stafistically compare executive function in patients who experienced 2 R+ 3 8- * * : the everyday executive function deficits experienced by patients with DS
_ . . O m * . * x . 5 5 . . . .
profound (2/75%) compared to minimal (<25%) reductions in MCSF Global Executive Composite An overarching summary score that incorporates k: : » Treatments capable of producing profound reduction in MCSF earlier in disease progression may
(GEC) all of the BRIEF®2 clinical scales E © - =S provide the greatest impact on executive function outcomes
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